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(57) Abstract: It is intended to provide various methods appropriately usable in clarifying the onset mechanism of atopic dermatitis 
(AD) and symptoms similar thereto and a remedy therefor with the use of the phenomenon of inducing the production of interleukin 
18 (IL-18) by kerationcytes (KC) and methods of utilizing the same. IgE expression at a high level in the serum, which is observed 
in an AD-like lesion, can be reproduced by, for example, applying Staphylococcus oare^-origin protein A (SpA) on mouse skin or 
the like or transplanting a skin piece having an AD-like inflammatory lesion to a mouse or the like. Thus, it becomes possible to 
screen, for example, an inhibitor of the induction of IL-18 production by KC. 
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002. Critical roles of myeloid differentiation factor 88-dependent proin 
flammatory cytokine release in early phase clearance of Listeria monocyt 
ogenes in mice. J. Immunol. 169: 3863#Rg) „ B 6/1 2 9f f OfI^7 
7 $ 9 — 8 8 (M y D 8 8 ) Tollfil -f 9 — (TLR) 2 
!)^©F4^^ izW.^:^<DDr. Akira^bH&Sr^ttfc (Seki et 
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H-fey K*#tf Cowan 1 frbffiWklstzS pAtt, Calbiochem*± «fc Y) iA Ufc 0 
*J3§0 (0 5 5 ; B 5) ^f,©y*#fl (LPS) Difcofti «9 lA bfc 
„ Murine Fas y K h (mF a s L) to^tfi, ^#fF 

^Cife6 £#B& 0 JSV>^HT'^tt^Pl*-rScaspasePS.^jT'fc^ z-VAD-F 
MK (ZVAD) caspase-1 O^lKl ^ Plti T*fc5Ac-YCAD-CM 
K (Y V AD) ti N Peptide Institute*!:/^ bSA U7t 0 ^^Jfe^JT'f*. 10% 
FCS N 10 0U/ml^^!Jy, lOOug/mUF^W'f^ 5 

0 /iM 2-^/V*/h3:^/-/W2mM L-^^^RPMI 

1 6 4 0 L-Tj^fco ^^^©^7^7^ h#BJ3&*fcP AM 2 
1 2*3, K^^Dr. Tamaki^bffi^^HfCo 

J&mm* (lcm 2 ) te, H4lB6v^^(D]EfM*fcttKCASPlT 

l£&Jf) ^b#fc_bt?> f4lB6v^ % CD4^^!)^s stat6^^^r!7 
* x l£fcte I L- 1 8 R e^^^^ff^SLfc, £jf^#£ L-"Cte 

N KCASP lTg ©^^^jfffoS V"»fi^^^^j#^-oV^Tf4> 2K-CDS^tJt'l: 

fcM& j &<n'&, ^i/^V M*» ■6Ifg^i--<T(D^^^E5Cfcfe^ % lmg/ 
m 1 (Omm^^4 W (Sigmatfcfti) *5J:TJ*1 0 0 0 U/m 1 OfiMpolymixin 
B (Sigma|±^) SriP^fc^7K«r#^^ 0 I g E»SS:ftSt5fcftt 

jfcfif&f-^y >-^U7c 0 

(&%rf?Xm3 • 4 #180 o 

(lcm 2 ) tt % i4a©B 6 -^<7**fcteKC A S P lTg^^ 
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s*&9mmKm (Pierced) SrfflV\ EL I S A^f-y HH,fc D aflj£bfc. 
(Thl/Th2M) 
Wm(DCD4*Tmmn, AutoMACS (Miltenyi BiotectfcjK) £JBV^ 

m * fc #«fe -e&si b 7it *? * frb mm b it 9 mtc^mt^ mwmi& »^cd4 

If— X (Miltenyi BiotectfcSSi) tthM ^a.-"*— h bfc„ CD 4 t T|8JiSO 
M^«9 8%igT*&ofc 0 mm (lXlOVml) & N @*B-fb £nfcfctC D 3 
£ (PharMingenliM) £ t 8^fW^ S"**'*— h U ^tl^tl/OJifif <£> I 

FN-y*3it^I L-4©M?rEL I SAfeHi JJifeJtbfco 
Ci^^r h^^f J: 7J? I g E©Wfl53 

I L-l 8iSftMBL|tgEL I SA^fy MCiDft^tfc, IL-4, I 
FN-y&itM L-l J3tt, Genzyme*±®lE L I SA^y Mci 5ftlttfc. 
I L-5CEL I SA^y Hi, Endogenic b^AUfc 0 skW I gE», P 
harMingen*±$gE L I SA=3rs> M£<fc «9 ftjfe bfc„ I L — 1 8© I FN-7P 
HIWU LNKv 1 !) — Xk£^Vhtl1t I L — 1 8^^14©-^l>^NK^ia^o — 
l'&m^X/M3-Tv±'(\Z& «9&/£bfc (##fF:£iife6{t!l#)3f0 o 

^frWKltt, LNK5E6ftfi(i, LNK5E3ttiH> IFN-yl4 

ic&BbTte I L - 1 8iW*U:«"bTJ: «3^v^^Sr*bT*5t) 6 
#J§) % r ©iia^^St 100pg/mKDIL-12ttt)^ 
, fell L - 1 8fct# (50/jg/ml) ©#4T*fc^4Tt-4 8 H#FhK V 
3^-<-hbfc 0 IL-18«|i4>»W5^ IL-18W 
5/S«Plz:*5V>-r, mmz£oxM£.£ti<Z I FN-7«ili b-cj^a^tbS ( 
#4W:fcJft6#ffiO o 

I L - 1 8 8H4& = 8fet#:0^#^ET^*5^SJb^^<D I FN- y 

) - (^1 L - 1 8^©#ST^«t5±»^ I FN-y) „ 
CS p A©fc*J] 

m^<Om<DS pA^ 5 M 1 <Dfet£ (5 0%^U*n-/KDPB S^^) 

^bfcto (spAii) SrHSslu rospA^S4l©?©Mt, 1 

4HH&Bfc*jbfco nyh P -/ViLt, SpA^*^5fi l©^!Srffi 
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KCIt Dr. Tamaki^Cj; V Tjk&fttcjjfe (Vestergaard, C. , Yoneyama, H. , 
Murai, M. , Nakamura, K. , Tamaki, K. , Terashima, Y. , Imai, T. , Yoshie, 0 
. , Irimura, T. , Mizutani, H. , et al. 1999. Overproduction of Th2-specifi 
c chemokine in NC/Nga mice exhibiting atopic dermatitis-like lesions. J. 
Clin. Invest. 104:1097, Tamaki, K. , Stingl, G. , Gullino, M. , Sa 

chs, D. H. and Katz, S. I. 1979. la antigens in mouse skin are predomina 
ntly expressed on Langerhans cell. J. Immunol. 123:784#$0 (CLfd^oT 

, — ft^ft^-CW v^*^<— h brbc DC«rG**1-5fca&fc:, KC&CD11 
c ? u tf— X (Miltenyi BiotecfctSi) t t h 3.^<— h Lfctg, C 

D 1 1 c + $BJfeteAu t oMAC S V^Tl^* bfc„ 

KC (5X1 0 Vm 1 ) ^fc(iPAM2 1 2 $BJ§& (2X1 0 5 /m 1 ) & 
^tOSpAi, 1 m g/m 1 ©L P SSfclimF a s L (lXlOVml 

2 0 MM©ZVADtfcttYVAD0#STT% 1 0 0 j* g/m 1 <£> S p A t t 

hK2 4&?m4 i/^a.^— h bfc e ^rtL^ettoJi^t-fetts i l - i smites. 

Tfi^ttDm&Btft* E L I S Ai/MtTs't'f K:«fc 0 ^tu^etb^r^bfcio 

KCfi5 0 0 /z g/m lOSpAi i: t> fcl 4 R#|ffl>r l'**'*— b b 
s iRNA$:ttWLT, RT-PCR (Tsutsui, H. , Matsui, K. , Kawada, N. , 
Hyodo, Y. , Hayashi, N. , Okamura, H. , Higashino, K. and Nakanishi, K. 19 
97. IL-18 accounts for both TNF- a - and Fas ligand-mediated hepatotoxic 
pathways in endotoxin-induced liver injury in mice. J. Immunol. 159:3961 
&M) £frofc„ IL-18, IL-12p35, I L - 1 2 p 4 0 £fcf* 0 - 

#(C0V^Ttts _h|2Tsutsui et al. £r#J$ 0 
[Kupffer#fflJ§atf>P§!£J 
KupfferM (*s"*- ©PS4t±, ##fF:£$fc 6 bfc^ 0 T^Tofc 0 K 

upfferM (1X10 6 /m 1 ) fit, 1 ju g /m 1 ©LPS ( U tf^gHg) £: i: 
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t>K!4l*IHKi"*»'<*- h U Ztlb<D I L- 1 8 , IL~12p35 N IL- 
12p4O*5<t7J?0 -7^fy©M^RT-PCRia 9 . mRNAiSi: U 

cfacs (^3fe*^**ffliia^5i*) 

5 DC, CD4 + T|fflJ^S.TJ«CD 8 + TlfflJi&^tt:^«, ^^fFXm6{Cbfc^oT 

WiSibytKCS:, 7^i!) b'JV (PE) ^UfciiCDl left* (Phar 
Mingen*±Sl) t 7^Vt-f W t^T^- h (FITC) Sr^UfctfE I 
-A b £i# (PharMingen|±0) &5W3:P E SrJg'g- LfcSrCC D 4#l#: (PharM 
ingen*fc») £ F I T C bfc#C C D 8 fcfc (PharMingen*±®D t^C^^r^ 

O^T#tt«, ^Sruyt^^-a-— fyfT^ M£ «fc <9?Tofc„ P<0. 05dS^*# 
15 CHJfe^J 1 : KC AS P 1 Tgv9^i^©ftJtW©$Sl:±5 I g EC7) 

**0fci. KCAS P 1 T g^«?^©**AJ»**BI5R«^JES*liP^a^^^K: 

20 033J:t^JH^^«tt^Jtl*8S:»5Sb, Jkflt^tC— JfeO I L - 1 8 *3 £tf I gE| 
Mlt^KCASP lTgv^l: \*1—k LTM^Ufc„ KCAS P 1 T g 

25 vi?^(CKCAS P 1 T g^7^^f S)t^ttfc^?r/TU ^77^0 
^i||^5IV^fcn*3J;t/*•{ffl^ ,: ^ 3 ^:^^*^^ KCAS P 1 Tg^^©^A 

^^<Z>jE#*&Jt4r^fi£bfc*&*S:^i-o ^7 71c** *bfcB*£T?E L I SAtc 
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mnz.7F-r&?K, #ffi^&m*&u l^b ig@ufciivNi g E 

(DB6-7«?7X1t I g Etf)±#tejLk*b&^o7S: 0 #l^&/ff£r^fii bfc B 6 

o — 0m^&M^u\^tcB isvm gE^^r^-r^o 

g E^^tiS^-b^-^^feSo 

£5i|M<D^i2#Ufr^ofc 0 ^C<f-^tt/T$W > jfiUf I L-4 
|j:IL-6i6Slt Tl5|g(DE L I S A=¥5/ h-e^^m^tb^^ofco ^tlb<Dl& 
KCASPlTgV)^©if^)|lt jE^&B 6-^*&C^i$nfc 

- 1 8 (D&-$-*w±\^timzm*>fcw±-rz>^ f\-m&<D i l- i 8^#'i*© i g 

CUm^ll 2 : KCAS P 1 T g-^?*<D#f£&Jtfc*5tt5 I L-l 8 -S.T^T 

-1 8#g?&JfcifeLfCo #^*©^«[Jttt, ^n^ftlffifcLfcJ: 5 b 
7t_bT% I L- 1 8 (Dfem&Wfe^feo *:<D%g%;$:W2 A~F^^i~ 0 

B2A~F-eil, St)o^b7t#(i^9 7dS % 2EOKCASPlTg-r^^ 
bf-^^y ^£frfc#i^&Jf <z>^#<^m£^U ^Sr§lv>7^#^7 7j6S N 
2S5CKCASP 1 T g-^^^^Pji^V^y V^£;h,^^3E&J*©«#<B*$* 
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K&tfS I L- 1 8 <D&m*7FV, |*1C< E12 Bte % IL-UOgttg ( 
I L-l 8J!£:fi4(DLNK5E6tt^iSI FN-7I&) Bl 2 C tt 

IL-l|5©iI^U i2DliI FN-7©I^^L, ^2EliI L-4 

El 2 A^^i"ct 5 ^ KCASP 1 T g v ^^Oi^fO^fettE L I S 
At?SJVN I L - 1 8*£«r^U I L - 1 8<OS&Kf*:*5J:^?feSl©M*^tfeW 
ZntZo — K C A S P 1 T g -7 ^ ©^i^j|©MT*tt, {SV^L- 
1 8*«l^Sf , »&3h^*;*<0&J*©»#«Jfc:fcv>T«\ I.L-180I 

wd-C, IL-18tft5M^nyh»^> KCASPlTg^^ 
<D^it<D^^gB^«. 18kDa©IL-18M4kDaO 

i L-i 8ffimfct<Dmjj*&$L^. w&m^vx&Bim&zTfiKCASp 1 t 

g^r?*<D^-lpif &jf te2 4kDaOI L-l 8 fu I* IS m - ?" 5 £ ir tfijB 

bttTV^o r *b & 5 fci&K:, IL-I8l:^t5^t7yt 

Jt«I L-18ia5I FN- ym&<Dl£&m<D?3ffi-t>mi<^ tSr^bfc„ — # 

tt, ^©i5^I§ttW5 I L-l 8ii#SL^v\ 

tLTVNfcio ^\ I L-l 8. I L- 1 0 ^*Px.T> ttL<Dcaspase-im±W)h, 

I g E«3?tt, ^^tL7h#^(-43ttS I L - 1 8*5£tf I L-l |3©g 

KCASPlTgV!?7 ©if SfO^i^ t 5 I F N - 7 , I 

L-4*5j;tf I L- 5£>^£r$J^Lfco ^©igf, @2D~FH^fi5t, 
K C A S P 1 T g v ^©^M©»^> tfi, IFN--ys IL-4J3J; 
I L-5©Mlt i4I^^^KCASP 1 Tgv!)7©#IM©g 
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©IL-18, IL-1^ IFN-Y> I L — • 5 3o <£ TJ* I L — 4 Sr^l/TV^ 

KCAS P 1 T g,^ $ *<Dm^&M\^fe¥<D ? ^ 7<DUfoitM^\^~(:^^Z>(Dfr 
^H^Sfctf)^ FACSIU!), KC»t©CD4 + Ttt, CD8 + TM 

Hi 3 A • Dte, m£M-W*<D!Enti:fcm, 03 B • Efi % KCAS P 1 T g 
-^^^O^^^jff^ H13 C • KCAS PIT z-^V^OIm^fcMfrbm 

m3 A~Cte % ^KCl*i PE^^bfc^ ! LCD4^L#:*5j:tJ ? F I TCB 
-g-UfcfeiCDS^L^^^-r^^i^-M-fc^m-efo^s H3D~F{*, #KC 
PE^tfcSCD 1 1 c^tF I TC^Uf^I -A b fofck 
%4^*^—hVtz.®3M*^1r 0 S3 A-FO^n^^c^Tfi, C 

D4 + »J:t;CD8 + TliM$^ CDllc + DCWl-A kt DC 
|3A~Fl^tj;5l^ ^^it-ett, mZL^V^tVcWtl-X, CD4 + 

-eti s cd 8 + T^faJ3a^fc^DC^M:^^^:^*Bv^^7fe^ofco 

X-^te^£#V^ N lE^J^^fCf*. ^M^^^^JtlfebT. KCASP 

iH-5o -<£><fc5^ CD4*T»it kcasp iTgv>>7©ilMt 

immM3 : ^^it^^-fit^tLTt^^^^iottSTh l5M*5j;tfTh 2*ffl 

h'P ©CD 4 + TMtfST h 2»K:#'fb-^5a>£fi^7?:o ^^l- 
W\ 6-7^7t^t"C, KCASPlTg-7^7©if^ 
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J#£fctt^£S^!>*o:ESft&;f &^MfiU 2 1 0«|:»iOCD 4 + T£fflJ|& 
-4^ (^«9o^Lfc#i/7^) t I FN-vM <|£Jfc#<Bl*^7:7) 
5 ®4-C(*. I L-4^S^^9o^Ufc#^^7(c:^b, 

-To 

IU4 {c^i-J; ? fc, KCAS P 1 T g-7^^©it^J*?:f tlfcf s 2 10 
10 H<::fctt5P«tf>CD 4 + TMte. jES^B 6 ^^^(D^Jt^r^Wb 

/h** b ^JttfcLT, @fBte£*bfc£n;CD 3 tMLt I L- 4*5itJ? I FN- 

15 i(DI L-4i I FN-7^14tfc (/U-hi^CD3(^f5^f) 0 
b/^bft^bs 7*— flf 7 0St*tt, KCASPlTgvi) 

&m^VX<DjE1%f£]&m&&W.Vtc=t>' hn-;l/©l/Vt'xy b<£>CD 4 + T$B 
J&tl^ US IL-4HFN-r b^^U^^ofdo 

20 CD 4 + T^BJ33^T h 1 /T h 2*fflJ^ld^^i-67c^iC{i. . 

^^Jt^S*tJt^1t^i;S$lM^^ 2 -3l»t'fc5:i:^t. 
CHWJ4 : IL-18, C D 4 3o «£: U ? stat6SC#;#"t"<5 I g EO^^] 
KCAS P 1 T g-rVxcDm^femtf, I g E^^#-rS^^7^X^$r^BJiai/ 
U7c„ ti5T% CD 4 + T5M£l&V^f£^£7*te: I L- 1 8 
25 $tbi:t>jfiL^ I g E^cftJilMSjiktL&V^ t^fclk^TV^o *:<Dfrlt>, * 
X h &M(D CD 4+T mifa&*3k!&mb &tb%<Dl)^ £>5VMi % if^Jtlugi 
bfc I L-4 ^S^-TS Kt— T*fflJ3S (IU2E#fii) tf*. I g EiiM>g^^ 
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-lSRa^ 1 )^^ KCASPlTgV!?7©iIM?rftUfc:o OP 

1 0 g (Dm$&*7F~t 0 ?m:tl^3n<Dm%imz.&tfZ> 3 EC^^O^ 

CD4^^")^f4, 05 A(Cl^-r«i; oK. KCASPlTg^)7© 

iM^tttfctt^tt) i g E*m±vKfr^± 0 ^(D^m^b, kca 

SPIT g-v^^^^^^Jt^^^Jt'l 3 ^ I L-4l4iU!Sfc5V^j: I L - 1 8 

^fc, stat6^ I L- 4 cD^i/^/^^fc^pT^-CfeS r 
h<Dstat6<Dmmk& I g E^^^^r^^^^^bfc^ ID 5 AlC^-f <t 

stat6^^-^^^«, #f^&jf Sr^fiUfc^, V^ft£ I gE<D_L#t^ 

I gE«lt h^^CD 4 + TffflJ!S*5J;U ? stat6tr^X.TV^§ £ # 

£ mmfr'SKV IL-18#, b^T- I g E©»3|tSr5l#jBr.i-A*S : 

j^&lW^i/fco r. £>glfttf>fc«>te:> ^^hirbT, I L-l 8|uMt5-i:^t* 
t jfeV^ I L- 1 8 R a^^-^^^SrfflVNfc H5A(^fj;5^ IL-18R 

„ B e^^OjEttfc&Jfr&^tebfc I L — 1 8 R a ^ife^ * * W: I gE©±# 

:nb©TO, M^Ml^ft5'>io I L - l 
JBBj&£flltt* h£l5fctf>CD 4 + T^iBIS*5J:T^stat6le:^#^^, Mtt^I 

g E(7)±#^il^i-S 0 
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Thi/Th zmm^<D^ith, M&fcffiv&Mtiiz.ftte-rz i l - i 8 

Jt^ftfcl}^ IL-18Ra^^^ B 6 mtkm^r ?X (DlEftte&m* 
fcfiKCAS PIT g T ?*<D#ii££tJf Sr^teL-fc 210 @ ViXfc; 0 ^^ h j&» 

IL-4M FN- 7 ^ELI S AT?*!!^ Lfc 0 -ttOfeJftSrBI 5 B ^"To 
efijt®l$^77^ I FN-y©fe*T?*)Ds !5o^Lfc#^77i5 I L- 

HI 5 Bt^l-J; &&&Jt©^ffiJt«r^tt I L-l 8Ra^7 

7©CD 4 + T^fflJ§&{"i N ^M^!7^05ES^Jt^*t$ttfe I L- 1 8 R a 
.^^■77^0CD4 + T»tJt|!5tt, ^©1 L - 4 *>3VM± I FN-v <£K 

hl/Th 2*BII&tf>$Mbtt. ^jf^b&fctJ^tbfc IL-18 ^^#LTVn^pI 

C^JS^iJ5 : in vivoK&lf% S p AK: £5 I L-l 8*5J;t^ I g R(OmW] 

V^< fei^ADifT'ftift I L — 1 8M^±#t5i £;&S*nk*l/^ 

/ttt*jK^^«:2 3iraafe*bfco l 4 0 SCI L-l 8^fcftl gE(D 

SpA (100/jg/B) &fc*bfc^?;*£>]PMR0>CD 4 + T£BJ&&:7 e l'— h 
^CD3 £ Ht4 8B#H§-f ^ol^— h L % -ttb^tLOJiffifmiSttS I F 
N-y&^tM L-4©iS^EL I S AT'SU^ Lfc 0 ^OJfeJftSrH 6 A^C m 

@6AttI L-l 8 0*tmSr^L> EI 6 B f* I gE^^f. H) 
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6 Clc*5lt5 6^(D^77ttI FN-y ©*£*«r5*U ^«9o^Ufc^^7 
7ftIL-4©m*f 0 HI 6 A • B(Dy*— ^rtb^tt©^^ joV^T, 3 

o 

IH 6 AK7jk1~£ 0 ^ s S p A&M? L-fc^^T'te, Jkff ^PO IL-18©V 

OIL-12p40, IL-12p70lt EL I SAlfttftW$ilft^ofc, 
HI6 B}c^i-«t oK. IgE^/Vfe^tTOl-±#tfco JOX-T, 
0 6Cl:*ti5^ S p A-t?^m$tb7"c^«^^li, Th2ififfeW^ 
^jfe^ofc„ ^tl^^te, IL-18Mi:Pi^ SpA^Thl/Th 

o 

CHM^J6 : S pAlcMUKCtt IL-1 8 3r#?fc1-3a^ I L - 1 2 

IL-18lt IL-12ASfttttltfI gE4rH*tSwi:^t, IL-1 
2*S*>*Lrf3JSte I g Ef|#SrPl$i-5c r*L£T?, IL-18©»iit5 
LPS (y##J|&S) «r^ae>feiW**ir±flirK: I L- 1 2©M^Sr§l#^^i-- £ 
iS*Pe>*LTV»5 0 SpA|:^fU, )£<D9'C7(DMl&& I l- 

1 8 £#$&U rftkoMtf* IL-1 2<Dj^££:#:bT I L - 1 8 Sr^i" 

PAM2 12&BJ& (v^(0KCO«lt) £ S p A t t fc, 
*fcttS p A^LT*2 4^ra-T ^^r=L^<— h L, ^r^^tbOjift fp© I L - 1 8 
Wk&± IL-18CI FN- 7 Sr^-rS^SttSrEL I SAt/Mt7yt 
^-e^tt^aiJ^LfCo t©I^M@7 AlH^i- 0 @7Am feffilASlL-l 
8<0*«&tj*U 1^ I F N - y Iriit 5 fettg Ir^t, fc*5 N |7AOf 
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M7 AfrtbWtbfrftX SpAl:J;5«M, PAM2 12Mlj:, I 

YK- y m£.*mW-rz>Z.btfX*% Z>f£®L%L<V I L- 1 8 £#BLTV^ 0 

$ bfcs frfcf^itbfcKC^S pAl^tLT I L - 1 8^5>S-T6^IiE 
i" -5 S?4IB 6 -^?;*tf>KC£rl^V>;5ftJ8*<£>S p A£ 2 4 8^^ V 

£|^7cKC^OInT. CD 1 1 c iMHC^7^II (l-A b ) ©Ml:7n 
— f--f h y — -C##fL7c„ CLtbboMteS p A#&T, tftttSpA©^ 
V«t2 4H#^^i/^^-<- h U JitifO I L - 1 8^£rEL I S A« 

VtcKC&mV o^bfc#^7^T^b, CD 1 1 c + £BJfe£r|5£^7c:KC£r6& 

##JK: IL-18 ^^cffibfco LC/DCtt IL-18 Sr^fflf 5 - £: 6 
CDllc*tt^KCitt^^"C, ^tb^^r S p A t-f ^=¥^-^— 
hbfCo CD 1 1 c + M£l&5feLfc^fco-C m 7 B <DGW\Z7r;-t & 5 \ZL 
, KCttS p A<DmWt.&%:tf Z> t I L- 1 8£r#2&bfc 0 fr*^ |3 7B<Z>^— * 
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